Aims/hypothesis The reduction of major lower-extremity amputations (LEAs) is one of the main goals in diabetes care. Our aim was to estimate annual LEA rates in individuals with and without diabetes in Belgium, and corresponding time trends. Methods Data for 2009-2013 were provided by the Belgian national health insurance funds, covering more than 99% of the Belgian population (about 11 million people). We estimated the age-sex standardised annual amputation rate (first per year) in the populations with and without diabetes for major and minor LEAs, and the corresponding relative risks. To test for time trends, Poisson regression models were fitted. Results A total of 5438 individuals (52.1% with diabetes) underwent a major LEA, 2884 people with above-and 3070 with below-the-knee major amputations. A significant decline in the major amputation rate was observed in people with diabetes (2009: 42.3; 2013: 29.9 per 100,000 person-years, 8% annual reduction, p < 0.001), which was particularly evident for major amputations above the knee. The annual major amputation rate remained stable in individuals without diabetes (2009: 6.1 per 100,000 person-years; 2013: 6.0 per 100,000 person-years, p = 0.324) and thus the relative risk reduced from 6.9 to 5.0 (p < 0.001). A significant but weaker decrease was observed for minor amputation in individuals with and without diabetes (5% and 3% annual reduction, respectively, p < 0.001). Conclusions/interpretation In this nationwide study, the risk of undergoing a major LEA in Belgium gradually declined for individuals with diabetes between 2009 and 2013. However, continued efforts should be made to further reduce the number of unnecessary amputations.
Introduction
Lower-extremity amputations (LEAs) have a huge impact on individuals and also on society [1, 2] . Practical issues such as reduced mobility, pain, hospitalisation, revalidation, disability and unemployment, a changed self-image and difficulties with activities of daily living lead to reduced quality of life for the person affected and their relatives. There are also considerable financial consequences-especially with a major amputation [1] .
A substantial proportion of LEAs, particularly in people with diabetes, are thought to be preventable via the provision of appropriate healthcare. Many reports have already demonstrated that a substantial decrease in the incidence of major amputations, as well as a decrease in the total incidence of amputations, in people with diabetes, is feasible after implementation of a multidisciplinary programme for the prevention and treatment of diabetic foot ulcers, including earlier and more frequent use of revascularisation procedures [3, 4] .
Such a programme to prevent and treat the diabetic foot ulcer has been introduced in Belgium. In 1989, the first multidisciplinary foot clinic was established at the University of Antwerp, followed by a gradual process of decentralisation. In the early 1990s, national campaigns were organised at the primary care level. In 2005, a national diabetic foot care programme was established involving recognised diabetic foot clinics. The number of diabetic foot clinics recognised by the Belgian Ministry of Health increased from 21 in 2008 to 34 in 2014. In order to maintain this recognition, diabetic foot clinics are required to participate in a quality-improvement initiative (Initiative for Quality Improvement and Epidemiology in Multidisciplinary Diabetic Foot Clinics [IQED-Foot] ). The activities within this initiative can be summarised as follows: evaluating quality of care based on repeated audits; improving quality of care by providing individual feedback with anonymous benchmarking; and organising informative meetings to add to scientific knowledge on the presentation and management of and outcomes in people with diabetic foot ulcers [5, 6] .
Information on the incidence of LEAs that is accurate, upto-date and comparable is essential to guide and monitor interventions aimed at LEA prevention [3, 7] . Data on LEAs are available from several countries in different continents. However, the number of studies that have estimated the risk of amputation among the population 'at risk' (i.e. in the populations with and without diabetes, respectively) remains limited [8] [9] [10] [11] [12] [13] [14] [15] . In order to evaluate which changes are specific for the diabetic situation, knowledge is needed both of the incidence of LEAs in the non-diabetic population and of RRs.
Hence, the aim of this study was to analyse the annual major as well as minor LEA rates in people with and without diabetes in Belgium, and to evaluate whether these changed during the period 2009-2013. To the best of our knowledge, this paper is the first to evaluate the LEA rate in Belgium based on a nationwide dataset.
Methods
Study population and data assessment The study population comprised almost the entire Belgian population (>99%). We used data from the Belgian national health insurance funds, provided by the InterMutualistisch Agentschap/Agence InterMutualiste (IMA/AIM), for all individuals who were insured for at least one day in Belgium between 1 January 2009 and 31 December 2013. The following information was available for all insured people: year of birth (based on 5 year intervals), sex, diagnosis of diabetes and amputation (including level of amputation).
Individuals were classified as 'with diabetes' if they met at least one of the following criteria: (1) inclusion in a diabetes care programme; (2) treatment with diabetes-specific medication; and/or (3) registration of repeated HbA 1c measurements. Inclusion in one of the three diabetes care programmes in Belgium could be defined by ownership of a 'diabetes passport', inclusion in a diabetes care plan, inclusion in a diabetes meeting or patient reimbursement of glucose meters, strips and lancets. Treatment with diabetes-specific medication was defined as intake of glucose-lowering medication based on the World Health Organization classification within one calendar year (ATC codes A10A and A10B, at least 90 defined daily doses per year). Registration for repeated measurement of HbA 1c levels was considered if at least three HbA 1c measurements had been carried out over two consecutive calendar years. Hospitalised individuals who had drugs issued only by the hospital pharmacy were excluded because this could be related to transient hyperglycaemia during acute illness in people otherwise not suffering from diabetes. Likewise, gestational diabetes, which was ascertained when a woman received glucoselowering medication only during pregnancy, was excluded.
LEAs were classified according to the official nomenclature codes (provided by the IMA/AIM). We further differentiated between major amputation (any amputation above the ankle) and minor amputation (below the ankle); major LEAs were additionally subdivided into major below-the-knee amputation and major above-the-knee LEA (knee disarticulation or proximal).
These data were anonymised, aggregated and analysed by blinded investigators. Therefore, neither ethical approval nor individual written consent from participants was required.
Statistical analysis We conducted all analyses for the entire population, and stratified by sex. They were performed for major LEAs, major LEAs above and below the knee, and minor LEAs as outcomes. Furthermore, all LEAs were additionally analysed.
We computed diabetes prevalence and assessed the time trend using the χ 2 test. For each outcome, we estimated the amputation rate for each calendar year as follows: the number of people with an outcome occurring within this year as numerator was divided by the number of insured people in the respective year as denominator. Therefore, the amputation rate could count one person several times in different calendar years if multiple outcomes occurred in different years (e.g. major amputation of the left leg in 2009, major amputation of the right leg in 2010). A major LEA was also counted for analysis if a person had previously undergone a minor LEA, even if this was in the same calendar year.
We directly computed age-sex standardised amputation rates and, for the sex-specific analyses, age-standardised amputation rates using 0-39, 40-49, 50-59, 60-69, 70-79, 80+ years as age strata (standard population: Belgian population 2011) for each calendar year for the estimated population with diabetes (amputation rate for the estimated population with diabetes [ARd] ) and the population without diabetes (amputation rate for the population without diabetes [ARn]), respectively. For international comparisons, we also standardised the major amputation rate for the European Standard Population (ESP) 2013 as sensitivity analysis [16] . Furthermore, we calculated RR in order to divide the amputation rates in individuals with diabetes by those in people without diabetes (ARd/ARn).
In order to test for time trends, we fitted separate Poisson regression models for the population with and without diabetes using year of outcome (difference from the first year 2009 as an ordinal variable), age (groups as described above) and sex as independent variables. Additionally, we calculated Poisson regression models for the entire population. In these, an additional variable for the presence of diabetes ('yes' vs 'no') was included, as well as an interaction term 'presence of diabetes' with 'years since 2009'. All models were adjusted for over-dispersion using a dispersion parameter.
All analyses were conducted using the Statistical Analysis System (SAS for Windows 7, Release 9.4 TS1M2, SAS Institute, Cary, NC, USA).
Results

Study population
The description of the background population, numbers and age-sex standardised rates of major amputation (any major, major above the knee, major below the knee) and minor amputation, as well as corresponding RRs, are shown for each calendar year in Table 1 Major amputation We identified 5438 individuals with any major amputation in the period 2009-2013, of whom almost two-thirds were male (65%). More than half (52%) of all individuals with an LEA were people with diabetes. The mean age of all amputees (71 years) remained nearly stable over the period. However, women were markedly older than men at the time of major amputation (75 vs 70 years) and the people with diabetes were older compared with people without diabetes Fig. 3 ) with an annual reduction of 7% (RR per calendar year 0.926; 95% CI 0.913, 0.938) ( Table 2 ).
In the population without diabetes, the major above-the-knee amputation rate remained constant (2009: 3.6; 2013: 3.6) (Fig.  2) whereas there was a significant decrease in major below-theknee amputations, with an annual reduction of 4% (RR 0.964; 95% CI 0.944, 0.984) ( Table 2 , Fig. 3) . Thus, the reduction in the RR comparing the rates among people with and without diabetes was particularly strong when only amputations above the knee were taken into account (RR 0.886; 95% CI 0.862, 0.910) but also remained significant considering only amputations below the knee (RR 0.960; 95% CI 0.934, 0.986).
The major amputation rates were more than twice as high in men compared with women and strongly increased with age, which was true among people with, as well as those without, diabetes ( Table 2 ). The reduction in the major amputation rate was more pronounced among women in all subgroups, while the change in RR was comparable in both sexes. The major amputation rate did not materially alter after standardisation for the ESP 2013 (electronic supplementary material [ESM] Table 1 ).
Minor amputation We identified 8811 people undergoing minor amputation (men: 62.8%; diabetes: 60.7%) ( Table 1 and Fig. 4 ). We observed a significant decrease in the minor amputation rate in the population with diabetes from 91. Table 2 ). The minor LEA AR was more than twofold higher in men compared with women. The decrease in minor LEA AR in the population with diabetes was more pronounced in women, while in the population without diabetes it was more prominent in men.
Any amputation In total, 12,899 people underwent any LEA (62% men, 56% with diabetes; mean age 70 years) (ESM Table 2 ). We observed a substantial decline in the any amputation rate (ESM Fig. 1 ) in the population with diabetes, from 122.2 per 100,000 person-years in 2009 to 100.4 in 2013, 5% annual reduction; RR per calendar year 0.946; 95% CI 0.938, 0.954) (ESM Table 3 ). Likewise, this rate decreased moderately but significantly in the population without diabetes, from 14.1 in 2009 to 13.0 in 2013 (2% annual decrease; RR per calendar year 0.98; 95% CI 0.967, 0.994). As a result, the RR, which compared people with and without diabetes, decreased significantly (interaction diabetes × calendar year: p < 0.001).
Regarding time trend, the results were comparable in both sexes. The any amputation rate was more than twice as high in men as in women, with greater differences in the population with diabetes.
Discussion
In this analysis over 5 years based on national health insurance data covering almost the entire population of Belgium, we found a substantial decline in the major amputation rate in people with diabetes, which was even more evident considering major amputation above the knee. In contrast, the major amputation rate remained unchanged in people without Important differences Although a number of studies have analysed amputation risk in people with diabetes, population-based and specifically nationwide studies analysing amputation risk in populations with and without diabetes are still limited. Studies differ significantly in terms of study design, as some studies counted every hospitalisation or every LEA, rather than just the first LEA in each year, as in our study. Some studies also only estimated crude incidence rates, which were usually considerably higher in the population with diabetes compared with our study, which estimated age-adjusted incidence rates [8] . Consequently, it is difficult to make correct comparisons between them. Only a few studies are partially comparable to our study in Belgium since they also counted one LEA per person [9-11, 14, 15] . These studies found LEA incidence rates among individuals with diabetes, which are well in line with our results (e.g. about 48 per 100,000 person-years in Finland in 2007 [15] , about 36 per 100,000 person years in Italy in 2010 [14] ; in our study between 30 and 42 per 100,000 person years). Our finding concerning the time trend for major LEAs in the population with diabetes, with 8% reduction per calendar year, is in line with results from international studies, which mainly demonstrated a decrease in the incidence of major LEAs among people with diabetes [10, 14, 15, [17] [18] [19] . The annual reduction in these studies ranged from 5% [14] to 7% [17] per calendar year.
In contrast, epidemiological studies showed conflicting results regarding major amputation rates in the population without diabetes. In our study and in a previous German study [10] the risk of amputation among people without diabetes was stable. However, two other European studies reported a significant reduction in this rate [14, 15] .
LEAs have a huge impact on the individual, their relatives and the community [1, 2, 4] . LEAs are related to an increased mortality risk of over 50% at 5 years. Higher age, more proximal amputations and presence of peripheral arterial disease, diabetes or renal insufficiency are factors that increase this mortality risk [1] . A substantial proportion of LEAs, particularly in people with diabetes, are preventable via the provision of appropriate healthcare [20] . Much effort has been made to reduce the amputation risk in the population with diabetes, e.g. the introduction of foot centres and cooperative care between general practitioners and diabetes specialists. Recent literature has not only shown relevant regional differences in major amputation rates [21] , but also the inverse correlation of these rates with the provision of specialised diabetic foot care services [22] .
Our data suggest that these efforts may have achieved positive effects, as the amputation risk in the population with diabetes decreased significantly, whereas it decreased to a less-clear extent in the population without diabetes. Nevertheless, when we consider the reduction in the major LEA amputation rate in the population with diabetes, it is still sixfold higher compared with people without diabetes. Hence, further efforts are needed to prevent diabetic foot ulcers.
Strengths and weaknesses of the study Several limitations have to be considered. First, the algorithm that was used to define diabetes status is based on reimbursed treatment, not on diagnosis. A careful assumption was made, based on inclusion in a diabetes care system and/or medical treatment with diabetes-specific medication and/or registration of repeated measurements of HbA 1c . Inclusion in a diabetes care system is a clear indicator for a diagnosis of diabetes. Diabetes-related medical treatment is somewhat less precise in the case of metformin, as this can also be used for the treatment of obesity and polycystic ovary syndrome, although this is probably negligible in an older population. Repeated HbA 1c measurements suggest the presence of diabetes.
Second, as we used data from national health insurances, clinical data are unavailable, as are other variables such as socioeconomic status.
A key strength of our study is that we were able to analyse a nationwide dataset covering almost the entire Belgian population stratified by diabetes status and amputation level. Therefore, our study is-to our best knowledge-one of the few to report LEAs in a national population. Furthermore, our data on the number and type of LEAs are reliable as they are based on the same reimbursement data collected by the IMA/ AIM. In addition, this study is based on a continuous 5 year observation period, and not on periodic sampling, in order to avoid methodological bias over time.
Unanswered questions and future research The major amputation rate in Belgium gradually declined during the study period in people with diabetes, which was particularly evident for major amputation above the knee. Aweaker but also significant decrease was observed in minor amputation rate in people with, as well as those without, diabetes. In contrast, no change in any major LEA was found in individuals without diabetes. Despite all efforts to date, a large number of people still undergo major amputations. Considering the observed results, namely reductions in both major and minor amputation rates, to be a potential result of the implementation of specialised diabetic foot care services, nationwide coverage of such institutions and unrestricted access for individuals in need should be discussed as a primary future goal.
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